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Novel use of 2-[5-(4-fluorophenyl)-3-pyridylinethylaminoniefhyQ- 
chromane and its phyalological^ acceptable salts 

The present invention relates to the use of (R/SH-^'*')-2-[5-('4-fluQn>phenyl)- 
S 3-pyriciylmethylaininomethyO-chromane or a physiologically acceptable salt 
thereof or (SH-^)-2-[5-(4-fluorDphenyl)-3-pyrfdylnriethylaminoniethyl]- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of extrapyFamidai movement disorders 
and/br for the manufacture of a medicament for the treatment of adverse 
1 0 effects of anti-Parfcinsonian drugs in extrapyramidal movement disorders 
and/or for the manufacture of a medicament for the treatment of 
extrapyramidal symptoms (EPS) induced by neuroleptics. 

245-<4-fluorophenyi}-3-pyrldylmethylaminonriethyIhchromane. (SH+)-2^5- 

15 (4-fluorophen^}-3-pyrldylmethylaminomethyq-chn)mane or physiologically 
acceptable salts thereof (US 5.767.132. column 9. lines 6 to 32) and a 
process (US 5.767,132. Bcamples 1, 5 and 19) by whlcAi 'Mhiai^ can be 
prepared are known from U.S. Patent US 5,767.132. The compounds 
which are refened to hsvein are d^crlbed in ttie patent as a combnied 

20 selective dopamine P2 receptor antagontet and 5>HTia rec^rtoF sigonist 
Therefore, the use of 2-[5-(4^uorophenyl)-3-pyridylmethylaminomethyq' 
chromane and its physiologically acceptable add addition salts and the use 
of its enarrtiomer (S)<(+)-2-^5-(4-fluorophenyi)-3-pyrfdylmethylaminomethyl]- 
chromane and its physiologically acc^table acid addttion saHs fbr the 

25 manufacture of a medi«iment for prophylaids and control of the sequelae 
of cerebral infarction (apoplexia cerebri) such as stroke and cerebral 
Ischaemia, for prophylaxis and control of cerebral disorders. e.g. migraine, 
especially In geriatrics in a manner similar to certain ergot alkaloids, the 
treatment of anxiety, tension and depression states, sexual dysfoncQons 

30 caused by the central nervours system, for disturbances in sleep or 
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absorpton of food or for the treatment of psychosis (schizophrenia) is 
disclosed. 

Additionally, they are suitable to eliminate cognffive deficiencies, to improve 
powers of learning and memory and to treat Alzheimer's disease. They can 

5 be lurthermore used for treating side-effects In the treatment of 
hypertension, In endocrinology and gynecology, e.g. for the treatment of 
acromegaly, hypogonadtem, secondary amenorrhea, premenstrual 
syndrome or undesired puerperal lactation. 

10 The invention had the object of providing novel uses for (R/S)-(n/+>2-[5-(4- 
fiuorophenyi)^3-pyridylmethylaminonriethyt]-chromane. (SH*^>^4S-(4- 
fluorophenyi)-3-pyridylmethylamlnornethyl]-chromane and their 
physiologically acceptable salts . 

15 It has been found that (R/SH*^'^)-'2-[5*(4-fluorophenyl)-3-pyridyImethyi- 

amlnomethyQ-chromane or physiologically acceptable salts and/or (SH-*-)- 
2H[9-(4-fluorophenyl)-3-pyrtdylmethylaminomethyl^^ or 
physiologically acceptable salts also have therapeutic activity against 
extrapyramidal movement disorders such as idiopathic Parkinsons's 

20 disease, Parkinson syndromes, dyskinetlCp choreatic, or dystonic 

syndromes, tremor, Gilles de la Torette syndrome, ballism, myoclonus, 
restless legs syndrome or Wilsons*s disease, as well as extrapyramidal 
motoric disturbances [synonymous extrapyramidal symptoms (EPS)] 
induced by neuroleptics. 

25 

Additionally it has been found that (R/S)-(-^'f-)-2-[5-(4-fluorophenyl)*3- 
pyrldylmethyl-aminomethyl]-chrDmane or physiologically acceptable saHs 
and/or (SH'*')*2-{5-(4-4luorophenyl)-3-pyridylmethylaminorfiethyq^ 
or physiologically acceptable salts have therapeutic activity against adverse 
30 effects of antiparkinsonian drugs in extramyramldal movement disorders, 
In particular against dopaminomlmetic adverse effects of antl-Parkinsonian 
drugs in idiopathic Partdnson's disease or Parlanson syndromes. 
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Furthermore it has been found that (R/S)-(V+)'2^5K4-fIuoTopheiiyl)-3- 
pyridylmethyl-^minonrietfiyll-chromane or physfologioalty acceptable saKs 
and/or (S)-(i-}-2-[5K4^fluorophenyr)-3-i3yridylmethy 

5 or physiologically acceptable salts show an extreineiy low liability to Induce 
extrapyramidal side effects. Extrapyramidal motor side effects in e.g. 
rodents are measured by the ability of a drug to Induce catalepsy. 
. Catalepsy is defined as a state where an animal continues to remain In an 
unnonnal (nonphysiologlcal 'uncomfortable") posture for a long time (e.g.: 

10 M.E. Stanley and S.D. Glick, Neurophanmacology, 1996; 15: 393-394; 
CJ.E. Niemegeers and P. Janssen, Life Scl, 1979, 201-2216). For 
example, if a hindpaw of a rat is placed on an elevated level, e.g. a 
platform elevated 3 cm above ground level, a normal rat immediately 
withdraws the hindpaw from the platform to the ground level. A cataleptic 

15 rat remains in this unnatural posture even for minutes. 

Although (R/SH-^+)-2K5-(4-fluorophenyO-3-pyridylme1:hyl-aminomrt^ 
chromane or physiologically acceptable salts or (SH'*')-2-[6-(4- 
fluorophenyO-3-pyridylmethylaminomethyQ-chromane or physiologically 

20 acceptable salts have a dopamine antagonistic mechanism of acfion which 
is known to induce extrapyramidal motor side effects (C.J.E. Niemegeers 
and P. Janssen. Life Sci., 1979, 201-2216), unexpectely (R/S)-(^-i>)-2-[5-(4- 
fluorophenyl)^pyridylmethyl-aminomethyl]-chromane or physiologically 
acceptable saKs and/or (S)-(4-y.2-[5-(4-fluoropheny!)-3« 

25 pyridylmethylamlnomethylj-chromane or physiologically acceptable salts do 
not induce any catalepsy In rats in doses up to SOOfold higher compared to 
the doses effective in the animal models indicative for the before- 
mentioned therapeutic indications. 

Even more unexpectedly, (R/S)-(-/+)-2-[5"(4-fluorophenyl)-3-pyridylmethyl- 

30 

aminomethylj-chromane or physiologically acceptable salts and/or (SH**-)- 
2'[5-(4-fluorophenyl)'3^>yridylm6thylaminomethylJ-chromane or 
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physiologically acceptable satts moreover are able to prevent catalepsy 
Induced by conventional antidopamfnergio drugs and even reverses already 
existing catalepsy induced by conventional antidcpaminerglc drugs such as 
halopendof; the doses for 0ils anticataleptic effect are In the same dose- 
5 range shown to be effective in the animal models indicative for the before* 
mentioned therapeutic indications. 

Beneficial effects on the extrapyramidal motoric system have previously 
been described for other drugs with 5-HTia agonistic action. Buspirone for 
example, which is an anxiolytic drug by naturep exhibits moderate anti- 
dysidnetic properties in advanced Parkinson patients (B. Kleedorfer et al., J 
Neurol Neurosurg Psychiatry, ig91. 54: 376-377; V, BontfatI et al., Clin 
Neuropharmacol, 1994, 17: 73-82). The main mechanism of action is 
obviously via stimulation of 5-HTia receptors of the raphe nigral and raphe 
-,5 striatal pathways. In contrast to busplrone, (R/SH'^+^2-[5-(4-fluorophenyl)- 
3-pyridylmethyl-aminomethyq-chromane or physlofoglcally acceptable salts 
and/br(S)-(4-)-2-[6-(4-4luorophenyl)-3-pyridylmethylaminom 
or physiologically acceptable salts thereof are more potent agonists at the 
5-HTiA receptor (IC50 of buspirone: 30 nmol/l). 

20 

Furthennore, (R/SH-/+)-2-[S-<4-fluorophenyI)-3i3yrIdyImethyI- 
amlnomethyi]-chromane or physiologically acceptable saHs and/or (S)-(-ff-)- 
2-[5-<4-fIuorophenyl)-3-pyridylmethylammomethylI-chromane or 
physiologically acceptable salts thereof exhibit a D2 antagonism under 

25 increased doses which represents an additional advantage In comparison 
to conventional 5-HTia agonists lite buspirone. On one hand, the Dz 
antagonism lowers the risk of psychotic reactions caused by the stimulation 
of serotonin receptors and, on the other hand, emphasises Indirectly the Di 
properties of the co-administered non-^selective D^/ Dz agonist l-dopa. A 

30 more selective stimulation of Di receptors is knomi to be beneficial for the 
treatment of dyskinesias In Parkinson's disease (P.J. Blanchet et aL, J 
Neural Transm, 1995. 45 (Suppl.): 103-112). Therefore both, the 5-HTia 
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agonistic and the Dz antagonisbc properties of (R/S)-(-At')-2-[5'(4- 
fluorophenyI)-3-pyridylrnethyJ-arnmoriiethyqK:hromane or physiologically, 
acceptable salts and/or (SH+)-2-i5-(4-fluorophenyI)-3- 
pyridylmethylaminoniethyfl-ciiromane or physiologically acceptable salts 
5 thereof, contribute to the advantageous effects on the extrapyramidal 
niotoric system. 

The pharmacological profile of (R/SH-/+)-2-[5-(4-fl)Jorophenyl}^-pyridyf- 
methyl-aminomethylj-chromane or physiologically acceptable salts and/or 

10 (SH+^2H:5-(4^uorophenyO-3i3yridylmethylaminomethyl]-chrDmane or 
physiologically acceptable salts is furthermore characterized by a high 
affinify to the dopamine D3 receptor. The D3 receptor is ob>nou9ly involvied 
in the pathogenesis of dysidnesia. So an association between a genetic 
polymorphism of the dopamine Da receptor and ffie disposition to develop 

15 tardive dysidnesia has recently been reported (Segmann et al. 1999. Mol- 
Psychiatry 4: 247), Additionally, there is ob>nously an increased densHy of 
dopamine D3 receptors in Parkinson patients with i-dc^an'nduoed 
dyskinesia. Therefore, the interaction of (R/SH-/+>-2-[5-(4-fluorophenyO-3- 
pyridj^ethyl-amlnomethyq-chromane or physiokigically aco^^table salts 

20 and/or (SH+)-2-[5-(4^uorQphenyl)-3-pyr1dylmethylaminomethyi}-chromane 
or physiologically acceptable salts with the dopamine D3 receptor is an 
additional Important mechanism leading to beneficial effiects on the 
extrapyramidal system, in particular in the treatment of dyskinesia. 

25 The atypical neuroleptic clozapine is regarding the extrapyramidal effects - 
but not reganiing stnicture or side effecte - congruent with (R/S)-(^+>2-[5- 
(4-fluorophenyl)<3-pyrldylmethyl-aminomethyl]-chromane or physiologically 
acceptable salts and/or (S)-(4-)>2-[5-(4-f)uorophenyl)-3- 
pyridylmethylaminomethyl]-chromane or physiologically acceptable salts 

30 particularly in scope of the antleataleptic properties. Recent studies provide 
evidence that clozapine ameliorates dyskinesias in Parfdnson's disease (F. 
Peralll et al,. Ada Neurol Scan. 1998. 97: 295-299; P. Pollak etal.. l^cet, 
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1999, 363: 2041-2041). Besides that, clozapine is known to have a variety 
of other benefiaal effects on extrapyramidal movement disorders, like in 
tardive dyskinesia, tremor, Huntington's disease, Tourette's syndrome, 
akathisia and dopaminomimetic psychosis (C. F^ferfPer and M. L Wagner, 

5 Am J Hosp Phami, 1994, SI: 3047-3053). (R/S)-(^+)-2-[5-(4-fluorophenyl)- 
3-pyridylmethyI-amlnomethyr|-chromane or physiologically acceptable salts 
thereof or (S)-{+)-2-[5-(4-fluorophenyO-3-pyridylmethylaminomethyll- 
chromane or ph^iologically acceptable salts thereof improve these kinds 
of movement disorders even without bearing the risk of the fatal side 

10 effects of clozapine like agranulocytosis and acute nephritis (J. Alvir et al., 
N Engl J Med, 1993, 329: 162-167; T. J. Elias et al.. Lancet, 1999, 354: 
1180-1181). 

Therefore, the present invention relates to the use of (R/S)-(-/-f-)-2-[5-(4- 
1 5 fluorophenyl)-3-pyridylmethyl-aminomethyq-chromane or physiologically 
acceptable salts thereof and/or (S)-(+)-2<{5'(4-fluorophenyl>^ 
pyrfdylmeth^minomethyri-chronnane or physiologically acceptable salts 
thereof, for the manufacture of a medicament for the treatment of 
extrapyramidal movement disorders. 

20 

A preferred salt of (R/SK^'^)-2-[5-<4-fluorophenyl)-3-pyridylmethyl- 
amlnomethyil-^hromane Is (R/S)-(7+)-2-[5-(4-fluon:)phenyl)-3-pyridylmethyl- 
aminomethylj-chromane hydrochloride, 
A preferred salt of (S)-(+)^2-{5-(4-fluorQphenyl)^pyridyfmethy^ 
25 aminomethyll-chromane Is (SH-)-2-{5-(4-fluorophenyl)-3-pyridylmethyl- 
amlnomethyl]-chromane hydrochloride. 

Therefore, the invention relates to ttie use for the manufacture of a 
medicament for the tr^tment of extrapyramidal movement disorders In 
30 which the phamiacologically acceptable salt Is (R/S)-(t/+)^-[5-(4- 

fluorophenyl)-3-pyridylme1hyt-aminomethyl]-chromane hydro^loride. 
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nierefore, the invention relates to the use for the manufacture of a 
medicament for the treatment of epctrapyramidal movement disordeis in 
which the phannacologlcally acceptable salt is (S)-(+>2H[5-(4-fluorophenyO- 
3-pyridyImethyi-aminomethyQ-diromane hydrochloride. 

5 

Additionally, the Invention relates to the use of a phamiaceutical 
composition containing at least one compound of (R/S)-(-^)-2-[5-(4- 
fluoinophenyl)-3-pyridyImethyl-aminomelhyIl-chromane or (SH+)-2-[5-(4- 
fluorophenyl)-3-pyridylmethyI-aminomethyi]-chromane or one of their 
1 0 biocompatible salfe together with at least one sc^, liquid or semiliquld 
excipient or adjunct for the treatment of extFapyramidal movement 
disorders. 

(R/S)-(n/^i-)-2-^5-(4-fIuorophenyl)-3-pyridylmethyl-aminonrethyl}^rortia 

1 5 and/or (SHH-)-2-{5-(4-fluorophenyl>^pyridylmethyt-aminomethy|I- 

chromane or their physiologically acceptable salts, useful for the treatment 
of extFapyramidal movement disorders. In particular for the treatment of 
idiopattiic Parkinson^ disease, Parkinson syndromes, d^kinetic, choreatie 
or dystonia eyndnomes. extrapyramidal motoric adverse effects of 

20 neuroleptics, tremor. Gilles de la Tourette syndrome, ballism, rnyodonus. 
restless legs syndrome or Wilson's disease and/or useful for the treatment 
of adverse effects in idiopatfiic Paridnson's disease or Paridnson 
syndromes including medicinal composWons as defined tielow, are 
preferaA)ly administered in doses from 0.1 to 100 mg, preferentially 

25 between approxvnately 1 and 20 mg. The composition may be 

administered once or more times a day. e.g. 2, 3, or 4 times dally. The 
specmc dose for each patient depends on all sorts of factors, ©.g. on the 
activity of the specific compound employed, on the age, body weight, 
general state of health, on sex. diet, time and route of administration, on 

30 the eswretion rate, phamriaoeutteal substance combination and on the 
severity of the particular disorder to which the Ifierapy relates. Oral 
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admintstrafion is preferred, but also parenteral routes of administration (e.g. 
intravenous or transdermal) can be utilized. 

Antl-Paricinsonian drugs are conventional drugs such as Ujopa (levodopa) 
5 and l-dopa combined with benserazide or carbidopa, dopamine agonists 
such as bromocriptine, apomorphine, cabergoline, pramipexol, ropinirol, 
pergolide, dihydn>ct-ergocriptine or lisuride plus ail drugs acting via 
stimulation of dopamine receptors, inhibitors of catechol-O-methyl 
transferase (COMT) such as entacapone or tolcapone. inhibitors of 
10 monoamine oxidase (MAO) such as selegiline and antagonists of N^methyl- 
D-aspartate (NMDA) receptors such as amantadine or budipine. 

Adverse effiects of said antl-Parlcinsonlan drugs are all types of dyskinesias, 
such as choreic, dystonic. ballistic and myoclonic dyskinesia, as well as 
1 5 motor (response) fluctuations or psychotic states. 

Therefore, the present invention relates to the use of (R/S)-(-/+)-2-[5-(4- 
fluorophenyiy^pyrldylmethyl-aminomethyll-chromane or a physiologically 
acceptable salt thereof and/or (S)^4^)-2-[5-(4-fluoro^ ' ^ 

20 pyridylmethylaminomethyl]-chromane or a physiologically acceptable salt 
thereof, for the manu^cture of a medicament for the treatment of adverse 
effects of anti-Parkinsonian drugs in idiopathic Parkinson's disease. 

Treatment of adverse effects of conventional anti-Parkinsonian drugs as 
25 defined above are determined In a modification of the animal model of the 
Parkinsonian cynomolgus monkey according to P J. Blanchet et aL, Exp. 
Neurology 1998; 153: 214-222, Monkeys render parkinsonian by repeated 
Injections of 1-methyl-4-phenyH,2,3,6-tetrahydropyridine (MPTP). The 
PaiKinsonlan monkeys are chronically treated with the standard l-dopa 
30 therapy according to P.J. Blanchet etaL, Mov. Disord., 1996; 13: 798-802. 
Longterm treatment with l-dopa induces extrapyramidal motor side effects 
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and psychotic states which are both qualitatively and quantftativeiy, 
assessed by the Abnormal Involuntary Movemerrt Scale (P J. Blanchet et 
al., Mov. Disord. 1 998; 13: 798-802) for different body parts (feice, neck, 
trunk, each limb) and by rating for psychotic states by observing the 
5 monkey's attention, reactivity and mobility. (R/SH-^+)-2-[5-(4-fluorophenyl)- 
3-pyridylmethyl-amrnomethylI-chromane and/or (S)-(+)-2-[5-(4- 
fluorophenyl)-3-pyridylmethylaminomethyl)-chromane reduced overall 
choreiform dyskinesias and dystonia dyskinesias as well as psy^otic 
states. 

10 

A typical study to investigate the efficacy of the compounds according to 
the inventton for adverse effects in Parkinson's disease is described in the 
following. 40 patients of either sex with advanced idiopathic Parkinson's 
disease complicated by "peak-dose" dyskinesia partldpate in a double- 
1 5 bibid. cross-over study. The main inclusion criteria are Hoehn & Yahr stage 
> 2.5 (lit: Hoehn H.M. el al. Neurology 1 967; 17: 427-442), aged 40-75 
years, symptom duration of at least 5 years, and a klopa treatment 
. duration of at least 3 years. (R/SH-/+)-2-[5-(4-fluorDphenyl)-3- 

pyrMylmethyl-^inomethyQ-chromane hydrochbride or (S)-(+)-2-I5-(4- 
20 f|uoR>phenyO-3-pyridylmethylaminomethyQ-chromane hydrochloride or 
placebo is administered as 'add on" to the conventtonai Paridnson 
treatment which Is maintained unchanged during the whole study. The 
dose of blinded medication is titrated over a period of 3 weeks in a range 
from 2.5 to 10 mg b.i.d. Then the medication ra kept constant for 1 week. 
25 Before the start of titration and at the end of the treatment period a l-dopa 
challenge is performed acoonJing to P. Damier et al. (Movement 
Dlsord,1999, 14 (Suppl. 1), 54-59) using video recording. The main 
outcome measure of the protocol is the mean score for dysldnesia during 
the first hour In the "on' state after Mopa challenge. Therefore, the 
30 Investigator assesses every minute the severity of dyskinesia (0 = absent, 4 
= severe disabUng involuntary movements) from 0 to 4 in seven parts of the 
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body (upper and lower limbs, face, trunk, neck). After a 2-week wash-out 
period the two study arms are crossed over and the protocol is repeated. 
The statistical analysis of the mean dyskinesia scores demonstrates a 
significant clinical improvement under treatment with (R/S)-(-/+)-2-[5-(4' 
5 fluorophenyl)-3-pyridylmethyl-aminomethyl]-chromane hydrochloride or (S)- 
{+)-2-[5-(4-fluorophenyl)-3-pyridylmethylam{nomethyl]-chromane 
hydrochloride. 

A preferred salt of (R/S)-(V+)-2H[5-(4-fIuorophenyl)-3-pyridyImethyl- 
1 0 aminomethyl]-chromane is (R/S)-(-/+)-2-[5-(4-fluorophenyl)'3-pyridyImethyl- 
aminomethylj-chromane hydrochloride. 

A prefenied salt of (SH+)^2-[5-(4-fluorophenyl>-3-pyridylmethyl- 
aminomethylj-chromane Is (S)-(-«-)-2-[5-(4-fiuorophenyi)-3-pyridyfmethyl- 
amlnomethylj-diromane hydrochloride. 

15 

Therefore, the invention relates to the use for the manufiacture of a 
medicament for ttie treatment of adverse effects of anti-Paridnsonian drugs 
in idiopathic Paridnson's disease in which the pharmacologically acceptable 
salt is (R/S)-(VH-)-2-{5-(4-fluorophenyO-3-pyridylmethyl-aminomethyl^ 
20 chromane hydrochloride or (SH+)-2H;5-<4-fluorophenyl)-3-pyridylmethyI- ' 
aminomethyQ-chromane hydrochloride. 

Additfonaily. the invention relates to the use of a pharmaceutical 
composition containing at least one compound of (R/SH-^-i-)-2H[5-(4«- 

25 fiuorophenyl)-3-pyridylmethyl-aminomethyl}-chromane or one of its 
biocompatible saKs or (S)-(H-)-2-[5-(4-fluorophenyl>-3^yridylmethyl- 
aminomethyl]-chromane or one of Its biocompatible salts together writh at 
least one solid, liquid or semillquld e)^plent or adjunct for the treatment of 
adverse effects of antf-Parkinsonian drugs in idiopathic Parkinson's 

30 disease. 
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Furthermore, the present invention relates to the use of (R/S)-(-/+)-2-[&<4- 
fluorophenyl)-3-pyridylmethyl-amlnomethylI-chromane or one of Its 
biocompatible salts and/or (SH+)-2-[5-(4-fIuorophenyi)-3-pyridylmethyi- 
aminomethyij-chromane or one of its biocompatible salts, for ne 
5 manufacture of a medicament for the treatment of idiopathic arkinson's 
disease. 

A '^ical animal model for idiopathic Parkinson's disease is i i 
Parkinsonian c^omoigus monkey according to P J, Blanche et aA, Exp, 

10 Neurology 1998; 153: 214-222. IVlonkeys render parkinsonia by repeated 
injections of 1*methyI-4-phenyl-1 ,2,3,&-tetrahydropyridine (M TP). 
Parkinsonian symptoms are qualitatively assessed by the us of the Laval 
University Disability Scale (B. Gomez-Mancilla ef a/.. 1993; 1^ Disord, 8: 
144-150) measuring the following symptoms; posture, mobil , climbing, 

13 gatt, holding food, vocalizing, grooming, social interaction. (F 3>-(-/-^)-2-[5- 
: (4-fluorophenyi)-3-pyridylmethyl-aminomethyl]-chromane or .)-(+)-2-[5-(4- 
fluorophenyl)-3*pyridylmethyl-^mlnomethyi]-chromane reduc i all the 
parkinsonian symptoms and increased total acfivity, 

20 A typical study to Investigate the efficacy of the compounds cording to 
the Invention In the treatment of Idiopathic Parkinson's dises b is 
desc^l^ed in the following. 1 80 palients of either sex with klic athic 
Parkinson's disease participate in a double-blind study. The [ ^fn inclusion 
criteria are Hoehn & Yahr stage > 2,0 (Hoehn H.M. et aL Net ^logy 1 967; 

25 17: 427-442). aged 50-80 years, symptom duration of at leas 3 years. 

(l^)-('^+)-2-[5-(4-fIuoro-phenyl)'3-pyridyl-methyl-amincOT }-chromane 
hydrochloride or (S)-(+)-2-[5-(4-fluorophenyl)-3-pyridyImethyl' minomethyQ- 
chromane or placebo is administered as '^dd on" to the oonv ^nfional 
Parkinson treatment, which is maintained unchanged during tie whole 

^0 study. The dose of blinded medication is titrated over a period of 4 weeks 
In a range from 2.5 to 1 0 mg b.l.d. Then the medication is kept constant for 
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1 week. Before the start of titration, at the end of the treatment period and 

2 weeks after the end of the firation period an assessment is performed in 
each patients using the unified Parkinson's disease rating scale (UPDRS 
part I to V according to S. Fahn et al., in: Recent developments in 

5 Parkinson's disease, vol. 2, Madi/lillan health information 1987. 153-163). 
This allows to detect simultaneously a beneficial effect of (R/S)-(V+)-2-[5- 
(4-fluorophenyl)-3-pyridylmethyt-aminomethyi]-chromane or one of its 
biocompatible salts or (SH^)-2-i5-(44lu6rophenyl)-3i3yridylmethy(- 
aminomethyQ-chromane or one of its biocompatible salts, in particular of 

1 0 (R/SH-^'*')-2-[5-<4-fluon>phenyi)-3-pyridylmethyi-aminomethyl)-chromane 
hydrochloride or (S)-(/+>-2-[5-(4-fiuorophenyl)-3-pyridylmethyl- 
aminomethyQ-chromane hydrochloride, on tiie global motoric function, on 
dystonia, motor fluctuations, and on psychosis. Furthermore, the efficacy to 
treat tremor Is shown by the means of Vne UPDRS. The statistical analysis 

15 of the UPDRS scores demonstrates a significant ciink»l improvement 
under treatment with (IVS)-(-/4-)-2-[5-(4^uoro-ph^yl)-3-pyridyl-methyl- 
aminomethyQ-chromane hydrochtoride or (SH+)-2-{5-(4-fluorophenyl)-3- 
pyridylmethyf-aminomethyl}^romane hydrochloride. 

20 Therefore the invention relates to the use for the manufacture of a 

medicament for the treatment of idiopathic Parkinson's dises»e in which the 
physiologically acceptable salt is (R/S)-(-7+)-2-[5-(4-fiuorophOTyl)-3- 
pyridylmethyl-aminomethyI}-cliromane hydrochloride or (SK'^>2-[5-(4- 
fIuorophenyl)-3-pyridylmethyl-«nlnomethyl}-chromane hydrochloride. 

25 

Additionally, the invention relates to the use of a pharmaceutical 
composition containing at least one compound of (R/SH-/+)-2-[5-(4- 
fIuorophenyl)-3-pyridyImethyl-aminomethyr]-chromane or one of its 
biocompatible salts or (S)-(+)-2-(5-<4-fiuorophenyD-3i3yridylmethyl- 
30 aminomethyU-chromane or one of its biocompatibie salts together with at 
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least one solid, liquid or semiliquid exdpient or adjunct for the treatment of 
idiopathic Parkinson's disease. 

The limiting ^ctor of Parkinson treatment with l-dopa and/or dopamine 
5 agonists is often the occurence of psychosis or dyskinesia and other motor 
fluctuations. 

It has been found that (FVS)-(V+)-2-[5-(4-fluorophenyl)-3-pyrIdylme^^^ 
aminomethyQ-chromane or a physiologically acceptable salt thereof and/or 
1 0 (S)'(+}-2-[5-(4-fluorDphenyl)-*3-pyrldylmethyl-am!nomethyI^ or a 

physiologically acceptable salt thereof enhance the antt-Parkinaonian effect 
of anti-Parkinsonian drugs as defined above without inducing 
extrapyramidal side effects, 

1 5 Therefore, the add-on therapy with (R/S)-(-^'*^)-2-[5-(4-fluorophenyI)-3- 

pyridylmethyl-aminomethylj-chromane or a physioiogic^ly acceptable salt 
thereof and/or the therapy with (SH+)'2H[5-(4-fluorophenyl>-3- 
pyridylmethyl-amlnomethyq-chromane or a physiologically acceptable salt 
thereof, in particular of their hydrochlorides, now opens the possibility to 

20 increase the doses of Mopa and/or dopamine agonists and/or all other 

anti-Parkinsonian drugs as defined above in order to count^act periods of . 
insufficient motility ("ofP' phases) without provoking the above mentioned 
side effects. That represents an entirely novel approach In the treatment of 
Parkinson's disease leading to a significant benefit for the patients. 

25 

Thus, the invention relates to a pharmaceutical compositton comprising, as 
active principles, (i) (R/SH^+)-2-[5-(4-fluorophenyI)-3-pyridyImethyl- 
aminomethyQ-chromane or a physiologically acceptable salt thereof or (S)-* 
(+)-2-[5K4-fluorophenyl)-3-pyridylmethyl-aminomethyll^ or a 

30 physiologteally acceptable salt thereof, and (n) at least one anti- 
parkinsonian drug, in combination with one or more pharmaceutlcally 
acceptable excipients. 
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Particularly, the invention relates to a phamnaceutical composition 
comprising, as active principles, (i) (R/S)-(-/+)-2-{5-(4-fluorophenyD-3- 
pyridylmethyl-amlnomethylj-chromane hydrochloride or (SH+)"2-[5-(4- 
5 fluorophenyI)-3-pyridylmethy»-aminomethyQ^hromane hydrochloride, and 
00 l-dopa or l-dopa combined with benserazide or carbidopa, in 
combination with one or more pharmaceuticaiiy acceptable excipients. 

The ratios of the respective amounts of (R/SH^+>-2-[5-(4-fluorophenyl)-3- . 

1 0 pyridylmethyl-aminomethyi]-ohromane or on of its physiologically 

acceptable salts and/or (SH+)-2-[5-(4-fluorophenyl)-3-pyridylmethyl- 
aminomethyl)<;hromane or one of its physiologically acceptable salts and 
of the conventional anti-Pari^insonian drug thus vary in consequences. 
Preferably, the weight ratio of (R/SH-/+>'2'[5-(4-fluorophenyl)-3- 

1 5 pyrid^methyl-aminomethyQ-chromane or one of its biocompatible salts or 
(SH'^)-2-{5-(4-fluorophenyl)*3-pyridyimethyl-aminomet^ or 
one of Ks physiolc^lcally acceptable saRs to the conventional anti- 
parkinsonian drug ranges from 1 !l to 1 :1 00, preferably from 1 :1 0 to 1 :90 
and better still from 1 :40 to 1 :60. 

20 

Another subject of the present invention Is additionally the use of (R/SH- 
/+)-2-[5-(4'*fluorophenyt)-^pyridylmethyl-^minomefhyl]-chromane or one of 
its physiologically accepteble salts or (SH+)-2-[5-(4-fluorophenyl)^ 
pyridylmethyl-amlnomethylj-chromane or one of Hs physiologically 
25 acceptable salts in combination with at least one anti-Parkinsonian drug, for 
the preparation of a medicinal combination intended to enhance tiie anti- 
parkinsonian effect of said anti-Parkinsonian drugs. 

According to the invention, the term "medicinal combination" is inteded to 
30 refer either to a pharmaceutical composition as defined above, in which tiie 
two active principles or compounds are the essential constituents of the 
same composition, or to a kit comprising two separate compositions, the 
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30 



first comprising (R/SH-/+)-2-[5-(4-fluorx)phenyl)-3-pyridyJmethyl- 
amlnomethylj-chromane or one of its physiologically acceptable sails as 

sole active principle, and the second comprising at least one anti- 
parkinsonian drug as active rompound. 

According to the invention, the term "medicinal combination" Is inteded to 
refer either to a pharmaceutical composition as defined above, in which the 
two active principles or compounds are the essential constituents of the 
same composition, or to a tat comprising two separate compositions, the 
first comprising (SH+)-2-[5-(4.fluorophenyD-3-pyridylmelhyl-amlnomethyIJ. 
chromane or one of its physiologically acceptable salts as sole acOve 
prlnaple. and the second comprising at least one anti^'aridnsonfan dmg as 
active compound. 



When the medicinal combination is in the fomi of a Wt, the administration of 
the two compositions constituting this kit although carried out separately, is 
simultaneous for a combined therapy. K is preferred to use (R/SHV+)-2-I6- 
^^-fl"°™Phenyl)-3-pyridyImethyl-amlnomethyIl-chromane or (SH+)-2.I5-(4- 

fluorophenyl)-3-pyridylmethyl-amlnomethya-chromane In the form of the 
20 hydrochloride. 

Adverse effects of anti-Paridnsonian dmgs as defined above are 
additionally known in particular in Paridnson ^ndromes. 



Paridnson syndromes are e.g. multiple system atrophies (MSA). 
Steele-Richardson-Olszewskl syndrome (= progressive supranuclear 
palsy), cortico-basal degeneration, olivo-ponto oeiebellar atrophy or Shy 
Drager syndrome. 

(R/SH-/+)-2-[3-(4-fluorophenyl)^yridylmethyl-arnInomethyl]^romaneo 
a physiologically acceptable salt andAor (SH+)-2-I5-(4-fluorophenyD.3- 
pyridylmethylaminomethyll-chromane or a physiologically acceptable salt 
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thereof are usefUl for the treatment of Parkinson syndromes in particular of 
multtple system atrophies, 

Ttierefore the present invention relates to the use of (R/SH-^'^)-2-{5*(4- 
5 fluorophenyi)-3-pyriclyImethyl-aminomethyq-chromane or a physiologically 
acceptable salt thereof and/or (SH+)-2-[5-(4-fluorophenyl)-3- 
pyridylmeth^mlnomethylj-chromane or a physiologically acceptable salt . 
thereof, for the manufacture of a medicament for the treatment of adverse 
effects in Parkinson syndromes, 

10 

The present invention relates additionally to the use of (R/S)-(-/+)-2-{5-(4- 
fluorophenyl)-3-pyridylmethyl-aminomethyr|-chromane or a physiologically 
acceptable salt thereof and/or (SH+)'2-[5'(4-f!uorophenyI)-3- 
pyridylmethylamlnomethyq-chromane or a physiologically acceptable salt 
1 5 thereof, for the manufacture of a medicament fdr the treatment of 
Parkinson syndromes. 

A typical animal model is the reserpinized rat or mouse (e.g. M.S» Starr and 
B.S- Starr, J. Neural Transm. - Park. Dis. Dement Sect., 1994; 7: 133-142; 

20 M. Gossel et al., J. Neural Transm. - Park. Dls. Dement Sect., 1995; 10: 

27-39; N.R Hughes etaL. Mov. Disord., 1998; 13: 228-233). Reserpine is*a 
potent depleter of monoamines and produces nearly complete akinesia in^^ 
both species. Prominent 24 h after application, the distance travelled and 
the time active is nearly zero as measured in conventional activity meters. 

25 (R/S>(-/+)>2-[5-(4-fluorophenyl)-3-pyridylmethyl-^minomethyl]^ or 
a physiologically acceptable salt thereof or (S)-(+)-Z-[5-(4-fluorophenyl)-3- 
pyr1dylmethylamlnomethyl]-chromane or a physiologically acceptable salt 
thereof dose-dependentiy reduced akinesia, /.e. restored distance travelled 
and time active to about the level of normal animals. 
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Another more recent animal model is the striatonigral degeneration 
approach in the rat according to G.K. Wenning et ai, J. Neural Transm. 
Suppl., 1999; 55: 103-1 13. Rats receive an unHateial injection of 6- 
hydroxydopamine into the left medial forebrain bundle followed by an 
injection of quinolinic acid Into the ipsnateral striatum inducing nigrostriatal 
degeneration. The degeneraljon results in tuming behavior to a challenge 
with dopaminomlmetics such as apomorphlne or amphetamine. Tuming 
behavior is measured by an automated recorder. Tuming behavior induced 
by apomorphine or amphetamine is dos&<lependently antagonized by 
(R/S).(.^+)-2-[5-(4-fluorophenyl)-3i3yrldylmBthyl^minomethyl^ 
a physiologically acceptable salt thereof or (S)-(+)-2-[5-(4-fiuorophenyl)-3- 
pyridylmethylaminomelhylf<*iromane or a physiologically acceptable salt 
thereof. 

15 Multiple system atrophy (IVISA) Is due to an expansive neurodegeneration 
in the extrapyramidal and autonomic nervous system which leads to an 
akinetic Partdnsonian syndrome with vegetative disturbances, in contrast to 
"'^''P®*'^ Paridnson's disease the density of central dopamine receptors is 
marlcedly decreased and therefore, MSA pab'ents poorly respond to 
dopaminergic dmgs. Since <R/SH-/+)-2-[6-(4-fluofophenyI)-3-pyrldyImethyl- 
aminomethyO-chromane or a physiologically acceptable salt thereof or (S)- 
(+)^-[5-(4-fluorophenyl)-3-pyridylmethylaminomethyl}Krfuomano or a 
physioIogicaHy acceptable salt thereof act predominantly via serotonin 
receptors on the extrapyramidal system, they are able to improve the motor 
performance in thesei othenwise mostly untreatable patients. ' 

A typical study to Investigato the efRcacy of the compounds according to 
the invention In MSA patients encompasses 30 patients of either sex with a 
symptom duration of at least 5 years and a significant reduction of central 
dopamine receptors in positron emission tomography (PET) scan. The 
study design is similar to that described above for Parkinson's disease. 



20 



25 



30 
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(R/S>-(-^+)-2-[5-(4-fluorophenyl)-3-pyridylmethyK^ 
hydrochloride or (SH+)-2K5K4-fluoropher^yl)-3-pyridyImethylarTiinornethyl]- 
c^romane hydrochloride or placebo is titrated as ''add on'' to the 
conventional treatment (dose range 2.5 to 20 mg b.i.d.). Before the start of 

5 titration and at the end of the treatment period a (xunplete UPDRS 

assessment is performed in each patient (primary outcome measure). After 
a 2-weeic wash-out period the two study arms are crossed over and the 
protocol is repeated. Statistical analysis of UPDRS demonstrates a 
significant clinical improvement under treatment with (R/SH-/+)-2"[5-(4- 

1 0 fluorophenyl)-3-pyridylmethyl-aminomethyQ-chromane hydrochloride or (S)- 
(-i-)-2-[5-(4-fluorophenyO-3-pyridylmethylaminomethyl)-chromane 
hydrochloride. 

Therefore, the invention relates to the use for the manufacture of a 
1 5 medicament for the treatment of adverse effects of anti-Parkinsonian drugs 
in Parkinson syndromes in which the pharmacologically acceptable salt is 
(R/SHr^+)-2-[5-(4-fluoropheriyl)-3-pyridylmetiTyl-amlno 
hydrochloride. 

Therefore, the invention relates to the use for the manufacture of a 
20 medicament for the treatment of adverse effects of anti-Parkinsonian drugs 
in Paridnson syndromes in which the pharmacologically acceptable salt is 
(S)-(+)-2-[5'-(4-fluorophenyl)*3-pyridylmetiiyl*aminomethyQ-chromane 
hydrochloride. 

25 Additionally, the Invention relates to the use of a pharmaceutical 

composition containing at least one compound of (R/SH-^'**)*2-[5-(4* 
fluorophenyl)-3-pyridylmethyl-aminomathyl}-chromane or a physiologically 
acceptable saXt ttiereof or (SH^)-2-[5-(4-fluorophenyl)-3- 
pyridylmethylaminomethyQ-chromane or a physiologically acceptable salt 

30 thereof together with at least one solid, liquid or semillquhl excipient or 
adjunct for the treatment of adverse effects of anti-Paridnsonian drugs In 
Parkinson syndromes. 
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Tlierefore, the invention relates to the use fbr the manufacture of a 
medicainent for the treatment of Paridnson syndromes in which th© 
phamiacologically acceptable salt is (R/SH-/+>2-[5-(4-fluorophenyl)-3- 
pyridylmethyl-aminomethyn-chromane hydrochloride. 
Therefore, the invention relates to the use for the manufacture of a 
medicament for the treatment of Parkinson syndromes in which the 
pharmacologically acceptable salt is (SH+>-2-[5-{4-fluorophenyl)-3- 
pyridylmethyl-aminome4hyl]-chromane hydrochloride. 



Additionally, the invention relates to the use of a phamiaceutical 
composition containing at least one compound of (R/SH-/+)-2-l5-(4- 
fluoFophenyl)-3-pyridyImethyl^minomethyq-chromane or a physiologically 
15 acceptable salt thereof or (SK+)-2K5-(4-fluorophenyl)-3- 

pyridylmethylaminomethyl^chromane or a physiologically acceptable salt 
thereof together with at least one solid, liquid or semfliquid excipient or 
adjunct for the treatment of Parkinson syndromes. 

20 The present invention relates to the use of (R/SH-^+)-2-[5-(4-fluorophenyl)- 
3-pyridylniethylaminomethylHJhTomane or a physiologically acceptable salt 
thereof and/or (SH+)-2-I5-C4-fluorophenyl)-3-pyridylmethylaminomelhyl]- 
chroraane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of dysWnetlc and/or choreatic 

26 syndromes. 

DysWnetic and/or choreatic syndromes are e.g. Huntington's disease, minor 
chorea or chorea of pregnancy. 

(IVSW+)-2H5K4-1luorophenyO-3-pyridylmethyl-anMnomcthy0^r^^ or 
30 a physiologically acceptable salt1hereofor(SH+)-2-C5-(4-fluorophenyl)-3- 
pyridylmethylaminomethylHshromane or a physiologically acceptable salt 
thereof are in particular useful for the treatment of Huntington's disease. 
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A typioai animal model is the s/stemic 3-nttropropibnlc acid (3-NP} model In 
rats according to C.V. Borlongan ef a/.. Brain Res., 1995; 697: 254-257. 
Rats ara treated with injections of the selective striatal neurotoxin 3-NP i.p. 

5 every fourth day (C.V. Boriongan ef a/.. Brain Res. Protocols, 1997; 1: 253- 
257). After two injections of 3-NP, rats display nocturnal hyperactivity 
reflecting symptoms of early Huntington's disease, whereas rats treated 
with four Injections of 3-NP display noctumal akinesia (hypoac^'ty) 
reflecting symptoms of late Huntington^s disease. Noctumal activity is 

10 automatically measured in conventional acrtivity cages by infrared beams. 
(R/SH'^+)-2-[5-(4^fluorophenyl)-3-pyridyImethyl-aminomethy l]"Ch romane or 
a physiologically acceptable salt thereof or (S)-(-*-)-2-[5-(4-fIuorophenyl)-3- 
pyridylmethylaminomethylj-chromane or a physiologically acceptable salt , 
thereof reduce both the noctumal hyperactivity and akinesia. 

15 

A typical trial to establish the effect of the compounds according to the 
invention on chorea, voluntary motor performance, and functional disability 
In patients witti Huntington's disease encompasses 32 genetically 
diagnosed patente. (R/S)-(-/+)-2-[5-(4-fluorophenyl)-3-pyridylmethyh V 

20 aminomethyq-chromane hydrochloride or (S)-(+)-2-[5-(4-fluorophenyl)'3- ^ 
pyridyIme1hylaminomethyl]-chromane hydrochloride or placebo is 
administered as "add on" to the conventional treatment which is 
maintained unchanged during the whole study. The dose of blinded 
medication is titrated over a period of 3 weeks in a range from 2.5 to 20 mg 

25 b.i.d. Then the medication is held constant for 1 week. Assessments are 
performed in the week before and at the last day of the trial. Chorea is 
scored using the abnormal involuntary movement scale (AIMS. W. Guy, in: 
ECDEU assessment manual. Rockviile MD: US dept of health, education 
and welfare, 1976: 534^5370, the unified Huntington's disease rating scale 

30 (UHDRS, Huntington study group. 1996, Movement Disord. 11: 136-42). 
and Judgement of video recordings. Voluntary motor perfoimance is 
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assessed using the UHDRS motor scale. Patients and their partners 
complete a questionnaire regarding functionai disability. Statistical analysis 
demonstrates significant improvement of voluntary and invoiuntery motor 
performance In Huntington patients under treatment with (R/SH-^+)-2-[5-(4- 
5 fluorophenyl)-3-pyridylmethyI-aminomethyll-chromane or a physiologically 
acceptable salt thereof or (SH+)-2H:5-(4-fluorophenyl)-3- 
pyridylmethylamlnomethylj-chromane or a physiologically acceptable salt 
thereof. 

10 A prefened salt of (R/S)-(-/+)-2-[5-(4-fIuorDphenyl>^yridylmethyf- 

ammomethyll-chromane is (R/SH-/+>-2-I5-(4-fIuorophenyl)-3-pyridylmBthyl- 
ammomethylj-chromahe hydrorfilorlde. 

Theiefbre. the invention relates to the use for the manufacture of a 
1 5 medicament for the treatment of dysKinelic and/or choreatic syndromes, in 
particular fbr the treatment of Huntington's disease, in which the 
pharniacologically acceptable salt is (R/SHV+)-2-{5-{4-fluorDphenyl)-3- 
pyridylmethyl-aminomethyll-chromane hydrochloride. 

20 A preferred salt of (S)-(+)-2-[5-(4-f!uorophenyl)-3-pyridylmethyl- 

amlnomethylhchromane Is (SH+)-2-[5-(4-fluorophenyl)-3-pyridylmBBTyl- 
aminomethyll-chromane hydrochloride. 

Therefore, the invention relates to the use for the manufacture of a 
25 medicament for the treatment of dyskinelic and/or choreatic syndromes, in 
particular for the treatment of Huntington's disease, in which the 
pharmacologically acceptable salt is (SH+)-2-I5-{4^uorophenyl)-3- 
pyridylmethyl-amlnomethyll-chromane hydrw*Ioride. 

30 Additionally, the invention relates to the use of a pharmaceufical 

composition containing at least one compound of (R/S)-(^)-2-[5-(4- 
fluorophenyO-3-pyridylmethyl-aminomethylJ-chromane or a physiologically 
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acceptable salt thereof or (S>-(+)-2-<5-(4-fluorophenyl)^ 
pyridylmethyiaminomethylj-chromane or a physiologically acceptable salt 
thereof together with at least one solid, liquid or semiliquid excipient or 
adjunct for the treatment of dyskinetic and/or choreatic syndromes. 

5 

The present invention relates to the use of (R/S)-(-V+)-2H[5-(4-fluorophenyl)- 
S-pyridylmethyt-aminomethyll-chrornane or a physiologically acceptable salt 
thereof or (S)K+)-2-[5-(4-fluorophenyl><5-pyridylnr»ethylaminomethyI)- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
10 of a medicament for the treatment of dystonic syndromes. 

Dystonic syndromes are e.g. spasmalic torticollis, writer's cramp, 
blepharospasm, Melge syndrome or dopasensrtive dystonia. 
(R/S)-(-/+)-2^5-(4~fluorophenyl)-3-pyridylmethyl-aminomel^ or 
15 a physiologically acceptable salt thereof or {S)-(+)-2-[5-(4-fluorophenyl)-3- . 
pyrldylmethylamlnomethyl]-chromane or a physiologically acceptable salt 
thereof is in particular useful for the treatment of spasmalic torticollis and/oi; 
blepharospasm. v 

i 

20 A typical animal model Is ttie mutant dystonic hamster according to A. 
Richter and W. LSscher, Preg. Neuroblol. 1998; 54: 633-677. In this 
genetically dystonic hamsters, dystonic attacks are provoked by taking the 
animal from the home cage and placing it on a balance. The dystonic 
syndrome consists of a sequence of abnormal movements, and the 

25 severity of the single symptoms is rated by a scoring system. (R/SH-/+)-Z- 
[5-(4-fiuorophenyl)^-pyridylmethyl-amjnometfiyl}-chromane or a 
physiologically acceptable salt thereof or (SH+)-2-[5-(4-fluorophenyO-3- 
pyridylmethylamlnomethyq-chromarie era phy^ologically acceptable salt 
thereof dose-dependently reduce the severity of dystonic symptonns. 

30 
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To demonstrate the efficacy of the compounds according to the invention in 
dystonic syndromes, a double-blind, placebo-controlled study is perfonned 
in patients with oenncal dystonia (spasmodic torticollis) who do not tolerate 
injection of botullnum toxin. <R/SH-/+)-Z-[5-(4-fluorophenyIH3- 
6 pyridylmethyl-aminomethyll-chromane hydrochloride or (S)-(+)-2-[5-(4- 
fluorophenyl)-3-pyridylmethylaminomethylJ-chromane hydrochloride is 
titrated as described above in the range from 2.5 mg to 20 mg b.i.d. The 
Toronto western spasmodic torticollis rating scale (TWSTRS. C.L. Cornelia 
etaL, 1997. Movement Disord. 12: 570-575) is used as primary outcome 
10 measure. A significant improvement in tJie TWSTRS scores Is noted for the 
patients treated with (R/SH-/+)-2-[5-(4-fluorophenyl)^pyridylmethyl- 
aminomethyn-chromane or a physiologically acceptable salt thereof or (S)- 
(+).2.[5-(4-fluorophenyl)-3-pyridylmethylaminomethyl]-chromane or a 

physiologically acceptable salt thereof. 



15 



A preferred salt of OVS)-(V+)-2-[5-(4-fluorophenyO-3-pyriclyImethyl- 
aminomsthyq-chromane is (R/SH-/+)-2-[5-(4-fluorophenyl)-3-pyridyImettiyl- 
amlnomethylj-chromane hydrochloride. 

20 Therefore the Invention relates to the use for the manufacture of a 
medicament for the treatment of dystonic syndromes, m particular of 
spasmalic torticollis and^or blepharospasm, in which the phamiacologloally 
acceptable salt is (R/S)-(./+)-2-[5-(4-fluorophenyO-3-pyridylmelhyl- 
aminomethylj-chromane hydrochloride. 

25 

A preferred salt of (S)-(+)-2-[5-(4-fluorophe^yl)-3-pyridylmethy^ 
aminomethyQ-chromane is (S)-(+)-2-[5-(4-nuorophenyI)^pyridylmethyl- 
aminomethylj-chromane hydrochloride. 

30 Therefore the invention relates to the use for the manufacture of a 
medicament for the treatment of dystonic syndromes, in particular of 
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spasmalic torticollte and/or blepharospasm, in which the pharmacologically 
acceptable salt is (S)-(+)-2-[5-(4-fluorophenyl)-3-pyriclylmethyl- 
aminomethyl]-chromane hydrochloride. 

5 Additionally, the invention relates to the use of a phamnaceutical 

composition containing ai least one compound of (R/S)-(-/-4-}-2-[5-(4- 
fluorophenyO-3-pyrfdyImethyl-aminomethyl}-chromane or a physiologically 
acceptable salt thereof or (S)-(+)-2-I5-(4-fluorophenyl)-^ 
pyridylmethylaminomethyl]-chromane or a physiologically acceptable salt 

1 0 thereof togettier with at least one solid, liquid or semiliquid excipient or 
adjunct for the treatment of dystonic syndromes. 

The present invention relates to the use of (R/S)-(-^+)-2-[5-(4-fluorophenyl)-* 
3-pyridylmethyl-^minomethyl}-ohromane or a physiologically acceptable salt 
1 5 thereof or (S)-(+)-2-[5-(4-fluorophenyO-3-pyridylmelhylamlnomethyl]- 

chromane or a physiologically acceptable salt thereof for the manufacture 
of a medicament for the treatment of extrapyramidal symptoms induced by 
neuroleptics. 

20 Extrapyramidal motoric disturbances induced by neuroleptics are e.g. earfy 
dyskinesia, dystonia, akathisia, parfdnsonoid, In particular bradykinesia, or 
tardive dyskinesia. 

(R/S)-(V+)-2'[5-(4-fluorophenyl)'^yridylmethyl-aminomethyl}^ or 
a physiologically acceptable salt thereof or (SH+)-2-[5-(4^uorophenyl)-3-. 
25 pyridylmethylaminomethyQ-chromane or a physiologically acceptable salt 
thereof are useful particularly for the treatment of akathisia and/or tardive 
dyskinesia and/or paridnsonold, 

A typical animal model is neurolepticsnnduced muscle rigidity in rats 
30 according to S. WoHarth et a/„ Arch. Pharmacol, 1992; 345; 209-212. Rats 
are challenged with the conventional neuroleptic drug haloperidol which 
enhances musde tone. Musde tone is electromechanically measured as 
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10 



15 



20 



the f^ist^nce to passive flexfon and extension of the hind limb, (R/SH-^*)- 
Z45-(4-fluorophenyl)-3-pyridylmethyl-aminomethyJhchrDmane or a 

physioIogicaily«cceptab.esa«the,Bcfor(SH.>2^^^^^^^ 
pyridylmelhylamlnomethylhchromane or a physiologically acceptable salt 
thereof theieof deciease the mude tone enhanced by haloperidol. 

Another typical animal modells the neuroleptics sensitfeed mon^^ 
acconling to D.E. Casey. Psychophannacology. 199B; 124: 134.14a 
MonKeys treated repeatedly with conventional neuroleptics are h^hly 
LiJetoasubse^uent Challenge doseofneurolep^^^^^^^ 
challenged, the monkeys immediately show extrapyramrial motor sjde^ 
^Ls such as dystonia, dys^neslas. aKathisla. and bn^dyKlne.^ wh«h 
are rated by a scoring system. The conventional neun,lep«c dn^g 
halopertdo, . given as a challenge. 
v^nvramidal motor side effects occur, (B/S)-(./*-)-Z-[5H'Mi"wopn y r 

chromane or a phystologlcalV aecaptable MK*eteot a wtnunisterad. 

.,,p,„d,rtfc, reduce th« «l«pytaml*l m<*r sld» aBe^ 

Tardiva dyswnasia is a common adva,^ of k»«-tem, t«-mem ^ 
Atypical s*idytoln»asti9atelh.rtfioawoflha compounds 

3^^ Jphranic (OSNH..^ »^«iant. a^adZS- 90 yaa,. on 

Study. (R/sH-'+V2-I5-(4-fl"°™P*^"y^'^^^ , 
chromanehydrochlorfdeor(SH*)^W4-fluorophenyl>^- 

, PyHdylmethy^-'Homethyn^romaneh^.^^^^^ 

administered as -add on- to the antipsychohctieatment. wh.cn .5 
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constant during the whole study. The dose of blinded medication is titrated 
over a period of 3 weeks in a range from 2.5 to 20 mg b.i.d. Then the 
medication is maintained under double-blind conditions for 2 weeks. After a 
2-week wash-out period, the test drugs are crossed over. Assessments of 

5 tardive dyskinesia by means of the Abnormal Involuntary Movement Scale 
(AIMS, see obove) and of Parkinsonian extrapyramidal side effects 
(UPDRS, see above) are made pretreatment and postbieatment AIMS 
scores during treatment with (R/SH-^>2*[5-(4-fluorophenyi)-3- 
pyridylmethyl-aminomethyQ-chromane hydrochloride or (SH+)'2-[5-(4- 

10 fluorophenyl)-3-pyridylmethylaminomethyl}-chromane hydrochloride are 
s^nificantly lower than during placebo period, 

A preferred sail of (R/SH-^+)-245-(4-fluorophenyl)-3-pyridylmeihyl- 
amInomethyl]-chromane is (FVSH-^+)-2^S-(4-f!uorophenyl)-3-pyridylmethy^ 
15 aminomethylj-chnomane hydrochloride. 

Therefore the invention relates to the use for the manufacture of a 
medicament for the treatment of extrapyramidal symptoms induced by , 
neuroleptics, in particular of aicathisia and/or tardive dyslcinesia. in which 
20 the pharmacologically acceptable salt Is (R/SH-^>2-[^4-fluorophenyl)-3- 
pyrfdyimethyl-aminomethyll-chromane hydrochloride. 

A prefiefTed salt of (SH-*')-Z-[5-(4-fluorophenyl}-3-pyridylmethyl' 
amlnomethylhchromane is (SH+)<2-[5-(4-fluorophenyl)^3-pyridytmethW- 
25 aminomethyq-chromane hydrochloride. 

Therefore the invention relates to the use for the manufa^re of a 
medicament for the treatment of extrapyramidal symptoms induced by 
neuroteptics, in particular of aicathisia and/or tardive dyskln^ia. In which 
30 the phannacologicaliy acceptable salt is (SH-'')-2-[^4-fluorophenyl)-3- 
pyridytmethyj-amlnomethyQ-chromane hydrochloride. 
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Addltionally. the invention relates to the use of a phamfiaceutical 
composition containing at least one compound of (R/S>'(-V+)-2-I5-<4- 
fluorophenyl)-3-pyridylmethyl-amlnomethyl]-chroman© or a physiologicatly 
acceptable salt thereof or (SH+)-2-[5-(4-fluorophenyl)-3- 
5 pyridylmethylaminomethyll-chnsmane or a physiologically acceptable salt 
thereof together with at least one solid, liquid or senniliquid excipient or 
adjunct far the treatment of ^rapyramidal symptoms induced by 
neuroleptics. 

10 The present Invention relates to the use of (RAS)-(if+)-2-I5-(4-fIuorophenyI)- 
3-pyridylmethyl-aminomethyI]-chromane or a physiologically acceptable salt 
thereof or (SH+)-2-[5-(4-fluorophenyl)-3-pyridylmethylamlnomethyl]- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of tremor. 

IS 

Tremor includes all types of tremors such as essential tremor, activated 
physiological tremor, cerebellar tremor, orthostatic tremor or dnig-induoed 
tremor. 

(R/S)-(n^+)-2-[5-(4-fluorophenyD-3-pyridylmethyl-aminomethyIJ-chromane or 
20 a physiologically acceptable salt thereof or (SH+)'2-[S-(4-fluorophenyl)-3- 
pyridylmetbylaminomethyq-chromane or a physiologically acceptable salt 
thereof are particularly useful for the treatment of essential tremor anOAor 
drug-induced tremor. 

25 Typical animal models utilize either genetic mutant animals or are models 
where tremor is induced by a pharmacological agent (for review: H. Wilms 
ef ah, Mov. Disord., 1999; 14: 557-571). 

Typical genetic models in mutant animals are the Campus Syndrome in the 
30 Pietrain pig accord'mg to A. RIchter et a/. (Exp. Neurology, 1995; 134: 205- 
213) or the Weaver mutant mouse according to J.R, Simon and B. Ghetti 



Enipf.zeit:26/07/2001 14:33 



Empf.nr.l688 P.034.. i--- ■ 



26. JUL. 2001 14:41 0049 6151 727191 

BM 01137 PS&dOC 



NR. 089 S. 35 



-28- 

(Mol. Neurobiol., 1994; 9: 183>189). In the Campus Syndrome model, 
these mutant pigs show a high-frequency tremor when standing and during 
locomotion, but not while l)^ng at rest Assessment of tremor is made by 
accelerometric recording. In the Weaver mutant mouse, degenerative 
5 cerebellar atrophy is fould In association with tr^nor, gait instability, and 
toppling over the sides after a few steps. Gait deability and toppling r^ult 
in dramaticaliy reduced locomotor activity measured by the distance 
travelled and the time spent with ambulation in conventional activity cages, 

10 (R/SH-^)-2^5-(4-fluorophenyD-3-pyridylrne*hyl-amInomBlhyll<^ or 
a physiologically acceptable salt thereof or (SH+)-2-l5-(4-fluorophenyl)-3- 
pyridylmethylaminomethylhchromane or a physiologically acceptable salt 
thereof improve the Campus Syndrome in the Pistrain pig, i.e, reduce 
disabling tremor when standing and during locomotion, and enhance 

1 5 locomotor acSvity in ttie Weaver mutant mouse. 

A typical animal model for drug-induced tremors Is the oxotremorine- 
induced tremor (e.g. H, HaHberg and O, Almgren. Ada Physiol. Scand.,. 
1987; 129: 407-13; J.G. Clement and W.R. Dyck, J. Phannacol. Meth., 
20 1 989; 22: 25-36). Oxotremorine induces tremor which is measured by a 

rating scale. (R/SH-^)'2'C^4-fluorophenyl)-3.pyridylmethyl-aminomethyl}- 
chromane or a physiologically acceptable salt thereof or (S)-(+)-2-t5-(4- 
fiuorophenyl)-3-pyridylmethylaminomethyil-chromane or a physiologically 
acceptable salt thereof inhibit oxotremorineH'nduced tremors. 

25 

A preferred salt of (R/SH-/+)-2-{5-(4-fluorophenyl)-3-pyridylmethyl- 
aminomethyl]-chromane is (R/S)-(-^h2-£5-(4-fIuorophenyO-3-pyridylmethyl- 
amlnomethyl]-chromane hydrochloride. 

30 Therefore the invention relates to the use for the manufacture of a 

medicament for the treatment of tremors, in particular of essential tremors 
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and/or dnjg-jnduced tremors, in which the pharmacologically acceptable 
salt is (R/5^("/+^2-I5^4'fluoTophe^yl)-3•^>y^idylmethy^^mm 
ohromane hydrochloride. 

5 A preferred salt of (S)-(+>-2-I5-(4-fluorophenyl)-3-pyridylmethyl- 

amfnomethyl]-chromane Is (S}-(+)-2-[5-(4-fluorophenyl)-3-pyridylrnethyl- 
amlnomethyQ-chromane hydrochloride. 

Therefore the invention relates to the use for the manu^cture of a 
1 0 medicament for the treatment of tremors, m particular of essential tremors 
and/or drug-induced tremors, in which the phamiacologically acceptable 
salt is (S)-H-2-[5'(4-fluorophenyl)-3-pyndylmethyl-aminomethyq<:hrom 
hydrochloride. 

15 Additionally, the invention relates to the use of a phanmaceutical 

composition containing at least one compound of <R/S)'(-/+)-2-[5-(4- 
fluorophenyl)'3~pyridylmethyl-aminomethyl]-chromane or a physiologically 
acceptable salt thereof or (S)-(+)-2-[5-(4-fluorophenyO-3- 
pyridylmethylam]nomethyi]-chromane or a ph^iologically acceptable salt 

20 thereof together with at least one solids liquid or semiliquid excipient or 
adjunct for the treatment of tremor. 

The present invention relates to the use of (R/S)-(-/+)-2-[5-(4-fluorophenyO' 
3-pyridylmethyl-aminomethyl]-chromane or a physiologically acceptable salt 
25 thereof or (S)-(+)-2-[5-(4-fluorophenyl)-3-pyridylmettiyIaminomethyll- 

chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of extrapyramidal movement disordere 
chosen from the group consisting of Gilles de la Tourette syndrome, 
ballism, myoclonus, restless legs syndrome and Wlteon's disease. 

30 
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A typical animal model for myoclonus is myoclonus induced by an acute 
hypwde episode according to D.D. Truong et al., IV/lov. D^ord., 1994; 9: 
201-206). In this model of posthypan'c myoclonus, rats undergo a cardiac 
arrest for 8 minutes and are resuscitated thereafter. IMyodonic jerks occur 

5 spontaneously but can be provolced by auditory stimulation, too, worsening 
over the days following cardiac arrssL (R/SH^+)-2-[6-(4-fluorophenyl)-3- 
pyridylmethyl-aminomethy|]-chromane or a physiologically aoc^table salt 
thereof or (SH+)-2-{5-(4-fluorophenyl)-3-pyrfdyimethylaminomethyl}- 
chromane or a physiologically acceptable salt thereof dos»-dependently 

1 0 reduce the numtier of spontaneous and autitory-evoked myoclonic jerks. 

A preferred salt of (R/SH-^+)-2-[5-(4-fluorophenyl)-3-pyridylnriethyl- 
amlnomethylj-chromane is (R/SH-^+)-2-I5-(44iuorDphenyl)-3-pyrIdylmethyl- 
aminomethylj-chromane hydrochloride, 

15 

Therefore the invention relates to the use for the manufacture of a 
medicament for the treatment of ^dFaf^fFEunkJal movement disorders 
rtiosen flnom the group consisting of Gliies de la Tourette syrulrome, 
ballism, myoclonus, restless legs syndrome and Wilson's disease in which 
20 the phamiacoiogicaliy acceptable salt is (R/5)-(-^)-2-C5-(4-fluorophenyl)-3- 
pyridylmethyi-aminomethylj-chromane hydrochloride. 

A preferred salt of (S)-(+)-2-[5-(4-fluorophenyl)-3-pyridyImethyi- 
aminomethyQ-chromane is (S)-(+)-2-[5-(4-fluorophenyl)-3-pyrfdylmethyl- 
25 aminomethyQ-chromane hydrochloride. 

Therefore the invention relates to the use for the manufacture of a 
medicament for the treatment of extrapyramidal movement dlsord^ 
chosen from the group consisting of GSIes de la Tounette syndrome, 
30 ballism, myoclonus, restless legs syndrome and W/iteon's disease in vtrtiich 



EniP^.7Pit:9fi/Q7/?001 14:34 



Eiipf.nr.:688 P.037 



26. JUL 2001 14:41 0049 6151 727191 

EM 01137 PS&cfoc 



NR. 089 S. 



-31- 

the pharmacologically acceptable salt is (SH+)-2-[5-(4-fluorophenyl)-3- 
pyridylmethyl-^mfnomethyQ-chrornane hydrochloride. 

Additionally, the Invention relates to the use of a phamiaceutical 
5 oomposrtion containing at least one compound of {R/Syy^y2^5-(^ 

fluorophenyl)'3-pyridylmettiyl-aminomethyl]-chromane or a physiologically 
acceptable salt thereof or (S}-(+>-2-[&-(4-fluorophenyl)-3-* 
pyridylmethylaminomethyTI-chromane or a physiologically acceptable saK 
thereof together with at least one solid, liquid orsemiliquid exoiprent or 
1 0 adjunct for the treatment of extrapyramidal movement disorders chosen 
from the group consisting of Gilles de la Tourette syndrome, ballism. 
myoclonus, restless legs syndrome and Wilson's disease. 

The extrapyramidal movement disorders such as 
16 Steele-Rlchardson^Olszewski syndrome (» progressive supranuclear 
palsy), oortioo-basal degeneration, olivo-ponto cerebellar atrophy. Shy 
Drager syndrome, minor chorea, chorea of pregnancy, writer's cramp, 
blepharospasm, Meige syndrome, dopa-sensitive dystonia, Gilles de la 
Tourette syndrome, ballism, myoclonus, resfless legs syndrome, and 
20 Wilson's disease are not frequent enough to perform regular double-blind 
trials. However, the mediral need in this field is pressing since no sufficient 
therapies are available so far. 

Therefore, open-label observations in few selected patients are an 
adequate method to demonstrate the efficacy of (R/S)-(-/+)-2'[5-(4^ 
25 fluorophenyO*3-p)mdylmethyl-aminomethyl]-chromane or a physiologically 
acceptable salt thereof or (S)-(+)-2-[5-(4-fluorophenyl)-3- 
pyridylmethylamlnomethylj-chromane or a physiologically acceptable salt 
thereof. 

30 All the phannaceutical preparations used for the treatment of 

extnapyramidat movement disorders and/or for the treatment of adverse 
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effiBcts of antiparkinsonian dnigs in extrapyramidal movement disorders 
including the medicinal combination can be used as pharmaceuticals in 
human or veterinary medldne. 

5 The compositions of the invention are preferably administered parenterally, 
or better still orally, although the other routes of administration, for instance 
such as rectal administration, ars not excluded. 

Suitable excipients are organic or inorganic substances which are suitable 

10 for enteral (e.g, oral), parenteral or topical adminstration and which do not 
react with (IVSHV+)-2^5-(4-fluorophenyl)-3i3yridylmethyl-amlnomethylh 
chromane or a physiologically acceptable salt thereof or (S)-(4->.2-[5-(4- 
fluorophenyl)-3-pyrid^methylaminomethyl]-chromane or a physiologically - 
acceptable salt thereof, for ^cample water, vegetable oils, benzyl alcohols; 

15 alkylene glycols, polyethylene glycols, glycerol triacetate, gelatine, 
carbohydrates such as lactose or starch, magnesium stearate, talc, 
petroleum jelly. Forms which are used for oral administration are, in 
particular, tablets, pills, sugar-coated tablets, capsules, powders, granules, , 
syrups, liquids or drops, fbmis for rectal administration are, in particular J 

20 suppositories, forms for parenteral administration are, in particular. 

solvents, preferably oily or aqueous solutions, fUrthenmore suspensioris, 
emulsions or implants, and forms for topical administration are transdermal 
plasters, ointments, creams or powders. (R/S)-(n/+)-2-[5-(4-fluorophenyl)-^ 
pyridy!methyl-aminomethyl]*chromane or a physiologically acceptable salt 

25 thereof or (SH'^)-2-[5-(4-fluorophenyI>^yridylmethylaminomethy^ 
chromane or a physiologically acceptable salt thereof may also be 
lyophiiized and the resulting lyophllisales used for example for the 
preparation of injectable products. The abovementloned preparsrtions can 
be in sterilized form and/or comprise auxiliaries such as gRdants, 

30 preservatives, stabilizers and/or wetting agents, emulsiflers, salts for 

modifying the osmotic pressure, buffer substances, colourings, flavourings 
and/or other active ingredients, e.g. one or more vitamins. 
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Preparations may, if desired, be designed to give slow release of (R/S)-(- 
/+)-2-[5-(4-fIuorophenyl)-3-pyridylmethy!-aniinomethylI-chromane or a 
physiologically acceptable salt thereof or (S)-(+)-2-[5-(4-fluorophenyl)-3- 
pyridylmethylaminomethyQ-chroinane or a physiologically acceptable salt 
5 thereof. 

The examples whi^ follow relate to phaimaceuHcai products: 

Example A: Vials 

A solution of 100 g of (R/SH-/-«-).2-{5-(4-fluorophenyl}-3-pyridyf- 
methyl-aminomethyQ-chromane or a physiologically axxepbabi^ salt thereof 
and 5 g of disodium hydrogen phosphate in 3 1 of twk»-distilled water is 
brought to pH 6.5 with 2N hydrochloric add. filter-sterilized, filled into vials, 
lyophilized under sterile conditions and sealed in sterile form. Each vial 
comprises 5 mg of a^ve ingredient. 

Example B: SupposMoriee 

A mbcture of 20 g of (R/SH-^-«-)-2-[5-(4^uorophenyl)-3-pyridyl- 
methyl-amlnomethylj-chromane or a physiological^ acceptable salt thereof 
is melted with 1 00 g of soya lecithin and 1400 g of cocoa butter, and the 
mbdure is poured into moulds and leltto cooL Each suppository comprises 
ZO mg of active Ingredient 

Example C: Solution 

A solution is prepared from 1 g of (SH-^K-fS-C^-fluorophenyl^-S- 
pyridylmethykaminomethyQ-chromarw or a physiologically acceptable salt 
thereof, 9,38 g of NaH2P04-2H20, 28.48 g of NazHP04-12H20 and 0.1 g of 
benzalkonium chloride in 940 ml of twnoe-dtetilled water. The pH is brought 
to 6.8, and the solution is made up to 1 i and steriRzed by inadiation. This 
solution can be used in' the form of eyedrops. 



10 



15 
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Example D: Ointment 

500 mg of (SH+)-2-I5-(4-fluorophenyl)-3i3yriclylmethyl- 
aminomethyQ-chromane or a physiologically acceptable satt thereof are 
mixed virith 99.5 g of petroleum jelly under aseptic conditions. 

Example E-1 : Tablets 

A mbcture of 1 kg of (R/SM-/+)-2-I5-(4-fluDrophenyl)-3-pyrldyl- 
methyl-aminomethylj-chromane or a physiologically acceptable salt thereof, 
4 kg of lactose, 1.2 kg of potato starch, 0.2 kg of talc and 0.1 kg of 
magnesium stearate is tabJeted in the customary manner in such a way 
that each tablet comprises 10 n^ of active ingredient 

Eirample E-2: Tablets 

A mbcture of 20 g of (R/SHV^)-2-[5>(4-fluorophenyl)-3-pyridyl- 
methyl-aminomethylj-chromane hydrochloride. 1 kg of l-dopa. 250 g 
benserazide, 4 kg of lactose, 1 .6 kg of potato starch, 0.2 kg of talc and 0.1 . 
kg of magnesium stearate is tableted in the customary manner In such a 
way that each tablet comprises 0,2 mg (R/SH-^-^}-2-[5-(4-fIuorophenyl)-37 ^ 
pyridyimethyl-aminomethyq-chromane hydrochloride, 10 mg of l-dopa and 
2,5 mg benserazide. 



Example F: Sugar-coated tablets 

A mixture is tableted anatogously to Example E, and the tablets are 
subsequently coated in the customary manner with a coating of sucrose, 
potato starch, talc, tragacanth and colouring. 

Eiample G: capsules 

2 kg of (R/S)-<-V+)-2-{5-(4-fluorophenyl)-3-pyridylmethyl- 
aminomethyQ-chromane or a physiolc^lcally acceptable salt thereof are 
filled Into hard gelatin capsules in the customary manner so that ea* 
capsule comprises 20 mg of the active ingredient 
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Esrampte H: Ampoules 

A solution of 1 kg of (R/SH^+>-2-[5-(4*fluQrophenyO-3-pyridyl- 
niethyl-aniinomethyQ*chroiiiane or a physiologically aooeptabie salt thereof 
5 in 60 I of tmoe-distiJIed water is filter-sterilized, filled into ampoules, 
iyophilized under sterile conditions and sraled in sterile fomi. Each 
ampoule comprises 1 0 mg of active Ingredient 

Example I: Spray for mhaiation 

10 14 g of (R/S)-(V+>-2'I5-(4-fluorophenyI)-3-pyridylmetl /I- 

amfnomethyO-chromane or a physiologically acceptable salt * lereof are 
dissolved in 10 I of isotonic NaCI solution, and the solution rilled Irrto 
commera'ally available pump-operated spray containers. Th solution can 
be sprayed into mouth or nose. One a<^ation (approximatel 0.1 ml) 

1 5 corresponds to a dose of approximately 0.14 mg. 
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Patent Claims 

1. Use of (R/SH-/+)-Z-{5-(4-fluorophenyO-3-pyrtclyImeth^minQme^ 
chromane or a physiologfcally acceptable ealt thereof, for the manufacture 

5 of a medicament for the treatment of extrapyramidal movement disorders. 

2. Use of (R/SH'^'*')-2^5-(4-fluoropheriyl)-3-pyrid3rimethylaminomethyl]- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of adverse effects of anti-Paridnsonian 

10 drugs In Idiopathic Paridnspn*$ disease, 

3. Use of (R/SH-^'*')-2-[5-(4-fluorophenyl>3-pyrid^melhylaminomethyl]- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of Idiopathic Parkinsons's disease. 

15 

4. Use of (R/SH-^)-2H[5-(4-fluorophenyl)-3<pyridylmethylaminomethyi}- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for ttie treatment of adveise effects of anti-Parldnsonian ; . 
drugs in Partdnson's syndromes. 

20 

5. Use of (R/SH-^-h)-2-{5-(4-fluorophenyl)-3-i3yrid^methytaminonnethyl}- 
chromane or a pl^iologicaBy acceptable salt thereof, for the manufacture 
of a medicament for the treatment of Parkinsons syndromes. 

25 6. Use of (R/S)-(-/+)-2-[5-(4-fluorophenyl)-3-pyridyImethylaminomethyIl- 

chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of dysldnetic and choreatic syndromes. 

7. Use of (R/SH-^+)-2-[5-(4-fluoropbenyO-3H3yridylmethylaminornethyIl- 
30 chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of dystonic syndromes. 



EnPf.zei 1:26/07/2001 14:34 



EinPf.nr.:a88 P.,043 



26. JUL. 2001 14:42 

EM 01137 P SCLdoc 



0049 6151 727191 ' NR. 089 8. 44" 



-37 



8. Use of (R/SH■^+)-2^5K4^uo^ophenyl>-3-pyridylmethyl^^ 
^romane or a physiologically acceptabls salt thereof, for the manufadure 
of a medicament forth© treatment of extrapyramidal symptoms induced by 

5 neuroleptics 

9. Useof(R/S)-(-V4)-2-[5-(4-f»uorophenyI)-3-pyridylmsthyIarTiinomethylh 
chromeMi© or a physiologically acc^table salt thereof, for the manufiacAure 
of a medicament for the treatment of tremor. 

10 

10. Use of {R/SH-^+>-2-[5-(4-fluorophenyi)-3-pyridylmethylaminomethylJ- 
chromane or a physiologically acceptable saR thereof, for the manufacture 
of a medicament for the treatment of extrapyramidal movement disorders 
chosen from the group consisting of GlUes de la Tourette syndrome. 

1 5 ballism. myoclonus, restless legs syndrome and Wilson's disease. 

1 1 . Pharmaceutical composition comprising, as active princqsles, (i) 

- (R/SH-/*-)-Z45-(4-fluorophenyl)-3s>yridylmelhyl-amlnomethyll-chroman^ 
a physiologically acceptable salt thereof, and 00 at toast one anti- 
20 Parkinsonian drug, in combination with on© or more phamnaceutically 
acceptable excipients, 

12. Composition according to daim 1 1 for enticing the anli- 
Paildnsonian effect of the anti-ParKinsonian drug. 

25 

1 3. ComposiUon accofding to daim 1 1 , in which © *e active prindple is in 
the form of its hydrochloride and Oi) the conventional antl-ParWnsonlan 
drug is l-dopa. 

30 14. Composition according to daim 1 1 , in which (i) the active prindple is In 
the form of Its hydrochloride and 00 the conventional anti-Paridnsonlan 
drug Is l-dopa combined with benserazlde. 
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15. Composition aocordmg to claim 11, in which G) the active prindple is in 
the fomi of its hydrochloride and Qi) the conventional anti-Paricinsonian 
doig is l-dopa combined with carbidopa. 

5 

16. Use of (FVS)-(V+)-2^5-(4-fIuorophenyI)-3-pyridy^ 

chromane or a physiologically acceptable salt thereof in combination with at 
least one anti-Parkinsonian daig, for the preparation of a medidnal 
ccmibination Intended to enhance the anti-Parkinsonian effect of said anti- 
10 Parfdnsonian drugs. 

17. Use of (SH'^>-2-[5'(4'fluorophenyi)-3-pyridybnethyiaminomefhyl}- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of extrapyramidal movement disorders. 

15 

18. Useof (SH+)-2-i5-(4-fluorophenyl)-3-pyridylmethylaminomethyll- 
chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of adverse effecte of anti-ParKinso^Jjan 
drugs In idiopathic Parkinson's disease. 

20 

19. Use of (SH+)-2-{5-(4-fluorophenyl)-3i3yridylmethylam 

chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of Idiopathic ParkFnsons's disease. 

25 20. Use of (SH'^)-2H[5K4-fluorophenyI)*3-pyridylmethylaminomethyl]- 

chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of adverse effects of antf-Parklnsonian 
drugs in Parkinson's syndromes. 

30 21 . Use of (S)-(+)-2-[5-(4-fluorophenyl)-3i3yridylmethylaminomeM^ 

chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament fbr the treatment of Parkinsons syndromes. 
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22. Use of (SH+)-2-i:5-(4-fluoroph©nyO-3-pyridylmethylanilnomethyll- 
chroman© or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the trealment of dyskinetic and choreatic syndromes. 

5 

23. Use of (SH+)-2^5-(4-flu<»oph»nyO"^y"<*y''"ethylamfnomethyI^ 
chromane or a physiological^ acceptable salt thereof, for the manufacture 
of a medicament for the treatment of dyslonic syndromes. 

10 24. Useof (SH+)-2-[5-(4-fluorophenyl)-3-pyridylmethyIaminomelhyIh 

chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament forthe treatment of extrapyramidal symptoms induced by 
neuroleptics 

15 25. Use of (SH+->-2-[5-(4-fluorophenyi)-3-pyridylmethyIaminomethyIl- 

chromane or a physiologically acceptable salt thereof, for the manufachire 
of a medicament for the treatment of tremor. 

26. Use of (SH+)-2H)5-(4-flw"Vhenyl)-3-pyrWylmethylaminomethylh 
20 chromane or a physiologically acceptable salt thereof, for the manufacture 
of a medicament for the treatment of extrapyramidal movement disordere 
chosen ftom the group consisting of Qlles do la Tourette syndrome, 
balfism. myoclonus, restless legs syndrome and Wilson's disease. 

25 27, Pharmaceutical composition comprising, as active principles, © 

(SH+)-2^5-(4^uorophenyl)-3-pyridylmethyl-amlnomethyll-chiomane or a 

physiologically acceptable salt thereof, and 00 at least one antl- 
PaiKlnsonian dnjg, m combination with one or more phannaceutically 
acceptable e»::iplents. 

30 

28. Composition accortling to claim 27 for enhancing the anti- 
PaiKinsonian effect of the anti-ParKinsonlan drug. 
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29. Composition according to claim 27, in which (D the active principle is in 
the fomn of its hydrochloride and (ii) the conventional anti-Partansonian 
drug is l-dopa. 

5 

30. Composition according to claim 27. in whi(^ (i) the active principle is in 
the form of its hydrochloride and GO the conventional antl-Paridnsonian 
drug is l-dopa combined with benserazide. 

10 31 . Composition according to daim 27, in which (i) the active principle is in 
the fomfi of its hydrochloride and 00 the conventforral an&-Paridnsonian 
drug Is l-dopa combined with carbidopa. 

32. Use of (SH+)-2-[5-(4-fluorophenyO-3-pyridylmethyl-amlnomethyll- 
1 5 chromane or a physiologically acceptable salt thereof in combination with at 
least one anti-Paridnsonian dnjg, for the preparation of a med'H^nal 
combination Intended to enhance the anti-Partdnsonian eflect of said anti- 
Parldnsonian drugs. 
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Abstract 

or 



^Lhi=««*erwf«used for me manufacture ofan»d«anWTt for 
in extrapyramidal mewement disorders. 
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